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DETAILED ACTION 

A request for continued examination under 37 CFR 1.1 14 was filed in this application 
after appeal to the Board of Patent Appeals and Interferences, but prior to a decision on the 
appeal. Since this application is eligible for continued examination under 37 CFR 1.114 and the 
fee set forth in 37 CFR 1 .17(e) has been timely paid, the appeal has been withdrawn pursuant to 
37 CFR 1.114 and prosecution in this application has been reopened pursuant to 37 CFR 1.114. 
Applicant's submission filed on May 26, 2009 has been entered. 

Claim Rejections 35 U.S.C. 112 

1. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject mailer which the applicant regards as his invention. 

2. Claims 1-3 and 9-14 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

3. The term "slightly soluble" in claim 1 is a relative term which renders the claim 
indefinite. The term "slightly soluble" is not defined by the claim, the specification does not 
provide a standard for ascertaining the requisite degree, and one of ordinary skill in the art would 
not be reasonably apprised of the scope of the invention. Claims 1-3 are indefinite as to the 
"slightly soluble salt" encompassed thereby. 

4. Claim 1 and 14 recite "solid betaine" of the formula (III) 
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. It is unclear if the claim define the formula (III) as (solid) 
betaine, or it means a betaine salt of formula (III). Note, art acceptable formula for betaine salts, 
such as ciprofloxacin betaine is as following: 



The claims are indefinite as to the compounds encompassed by the "solid betaine of the formula 
(III). 



5. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 



(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 



States and was published under Article 2 1 (2) of such treaty in the English language. 

6. Because of the ambiguity of the claims (see the rejection above), the claims are 
interpretated broadly to encompass both the compound represented by formula (III) its betaine 




Claim Rejections 35 U.S.C. 102 



salts. 
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7. Claims 1, 2 and 14 are rejected under 35 U.S.C. 102(e) as being anticipated by Pikiewicz 
etal. (US 2004/0009126 Al). 

8. Pikiewicz et al. teach a method of treating bacterial lung infection comprising locally 
administration of ciprofloxacin by inhalation, wherein the ciprofloxacin is in the form of particle 
and may be in the form of dry powder. See, particularly, the abstract, paragraphs [0064] and 
[0069], and the claims. 

Claim Rejections 35 U.S.C 103 

9. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

10. Claims 1, 2 and 14 are rejected under 35 U.S.C. 103(a) as being unpatentable over Mayer 
et al. in view of Li et al. 

Mayer et al. treated anthrax lung infection by administering to the patients ciprofloxacin. 
The administration is carried out intravenously. See, particularly, the abstract, pages 2550 and 
2551. Mayer et al. further disclosed that it is well known that ciprofloxacin is effective against 
anthrax and is a standard treatment of anthrax. See, page 252, the right column. 

Mayer et al. do not teach expressly local administration as herein claimed. 

However, Li et al. teach ciprofloxacin administration intravenously or orally have 
relatively unfavorable pharmacokinetic profile in the lower respiratory track. Li also disclosed 
that Aerosol inhalation as means of drug delivery to the respiratory tract has been well 
established in the treatment of lung disease, and dry powder inhaler have received increasing 
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attention in the art. Li et al. further teaches a ciprofloxacin loaded particles for dry powder 
inhaler delivery to the respiratory track by inhalation. See, particularly, the abstract and 
introduction at page 825. 

Therefore, it would have been prima facie obvious to a person of ordinary skill in the art, 
at the time the claimed the invention was made, to use dry powder inhaler for delivery 
ciprofloxacin composition, such as those disclosed by Li, directly to respiratory track for 
treatment of respiratory track bacterial infection, such as anthrax infection. 

A person of ordinary skill in the art would have been motivated to use dry powder inhaler 
for delivery ciprofloxacin composition, such as those disclosed by Li, directly to respiratory 
track for treatment of respiratory track bacterial infection, such as anthrax infection because the 
delivery method is more effective than intravenous or oral delivery. 

11. Claims 3, 9-13 are rejected under 35 U.S.C. 103(a) as being unpatentable over Mayer et 
al. in view of Li et al. for reasons set forth above, and further in view of Grohe et al. (US 
4,670,444, IDS), and Vetter et al. (US 5,808,076). 

12. Mayer and Li as whole do not teach expressly the embonate salts of ciprofloxacin. 

13. However, Grohe et al. disclose ciprofloxacin or its acid additional salts are similarly 
useful as antibacterial agents against a wider spectrum of gram positive and gram-negative 
bacteria. See, columns 10-11 and the claims. Vetter et al. teaches that incorporating embonic acid 
with ciprofloxacin or enrofloxacin with mask the bitterness of ciprofloxancin and enrofloxacin. 
See, particularly, the claims. 
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14. Therefore, it would have been prima facie obvious to a person of ordinary skill in the art, 
at the time the claimed the invention was made, to make a acid added ciprofloxacin salt with 
embonic acid and use it for dry powder inhalation delivery. 

15. A person of ordinary skill in the art would have been motivated to make a acid added 
ciprofloxacin salt with embonic acid and use it for dry powder inhalation delivery because it is 
known acid additive salts of ciprofloxacin are known to be similarly useful as ciprofloxacin and 
embonic acid is particularly known to provide benefit for masking the bitterness of ciprofloxacin. 
Further, making an acid addition salt of an organic compound is within the purview of skilled 
artisan. 

16. Claims 1, 2 and 14 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Pikiewicz et al. (US 2004/0009126 Al) in view of Kanikanti et al. (WO 02/00219 Al, US 
2004/0024018 Al is a English equivalence). 

17. Pikiewicz et al. teach a method of treating bacterial lung infection comprising locally 
administration of ciprofloxacin by inhalation, wherein the ciprofloxacin or its salt, is in the form 
of particle and may be in the form of dry powder. See, particularly, the abstract, paragraphs 
[0064] and [0069], and the claims. 

18. Pikiewicz et al. do not teach expressly the employment of the particular salt, 
ciprofloxacin betaine. 

19. However, Kanikanti et al. teaches that ciprofloxacin betaine is a known salt of 
ciprofloxacin useful for therapeutical purpose. See, particularly, paragraphs [0039]-[0047]. 

20. Therefore, it would have been obvious to use ciprofloxacin betaine as a ciprofloxacin salt 
in Pikiewicz's method. 
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21 . A person of ordinary skill in the art would have been motivated to use ciprofloxacin 
betaine as a ciprofloxacin salt in Pikiewicz's method because ciprofloxacin betaine is one of few 
known salt of ciprofloxacin. Furthermore, as stated in KSR vs. Teleflex, where the court states: 

"When there is a design need or market pressure to solve a problem and there are a finite number 
of identified, pswdk inhk .solutions, a person of ordinary skill has good reason to pursue the 
known options within his or her technical grasp, if this leads to the anticipated success, it Is 
likely the product not of innovation but of ordinary skill anil common sense. In that instance 
the fact that a combination was obvious to try might show it was obvious under section 1.03." In 
the instant case, it would have been obvious to try the known salts of ciprofloxacins for an 
optimal therapeutical result. Since there are not many known ciprofloxacin salts, 

22. Claims 1, 2 and 14 are rejected under 35 U.S.C. 103(a) as being unpatentable over Mayer 
et al. in view of Li et al. and Kanikanti et al. (WO 02/00219 Al, US 2004/0024018 Al is a 
English equivalence). 

Mayer et al. treated anthrax lung infection by administering to the patients ciprofloxacin. 
The administration is carried out intravenously. See, particularly, the abstract, pages 2550 and 
2551. Mayer et al. further disclosed that it is well known that ciprofloxacin is effective against 
anthrax and is a standard treatment of anthrax. See, page 252, the right column. 

Mayer et al. do not teach expressly local administration as herein claimed or the 
employment of ciprofloxacin betaine. 

23. However, Li et al. teach ciprofloxacin administration intravenously or orally have 
relatively unfavorable pharmacokinetic profile in the lower respiratory track. Li also disclosed 
that Aerosol inhalation as means of drug delivery to the respiratory tract has been well 
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established in the treatment of lung disease, and dry powder inhaler have received increasing 
attention in the art. Li et al. further teaches a ciprofloxacin loaded particles for dry powder 
inhaler delivery to the respiratory track by inhalation. See, particularly, the abstract and 
introduction at page 825. Kanikanti et al. teaches that ciprofloxacin betaine is a known salt of 
ciprofloxacin useful for therapeutical purpose. See, particularly, paragraphs [0039]-[0047]. 

Therefore, it would have been prima facie obvious to a person of ordinary skill in the art, 
at the time the claimed the invention was made, to use dry powder inhaler for delivery 
ciprofloxacin composition, such as ciprofloxacin betaine, directly to respiratory track for 
treatment of respiratory track bacterial infection, such as anthrax infection. 

A person of ordinary skill in the art would have been motivated to use dry powder inhaler 
for delivery ciprofloxacin composition, such as such as ciprofloxacin betaine, directly to 
respiratory track for treatment of respiratory track bacterial infection, such as anthrax infection 
because the delivery method is more effective than intravenous or oral delivery, and 
ciprofloxacin betaine is a known salt of ciprofloxacin useful for therapeutical purpose. 

24. Claims 3, 9-13 are rejected under 35 U.S.C. 103(a) as being unpatentable over Mayer et 
al. in view of Li et al. Kanikanti et al. (WO 02/00219 Al, US 2004/0024018 Al is a English 
equivalence), for reasons set forth above, and further in view of Grohe et al. (US 4,670,444, 
IDS), and Vetter et al. (US 5,808,076). 

25. Mayer and Li as whole do not teach expressly the embonate salts of ciprofloxacin, or 
ciprofloxacin. 
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26. However, Grohe et al. disclose ciprofloxacin or its acid additional salts are similarly 
useful as antibacterial agents against a wider spectrum of gram positive and gram-negative 
bacteria. See, columns 10-11 and the claims. Vetter et al. teaches that incorporating embonic acid 
with ciprofloxacin or enrofloxacin with mask the bitterness of ciprofloxancin and enrofloxacin. 
See, particularly, the claims. 

27. Therefore, it would have been prima facie obvious to a person of ordinary skill in the art, 
at the time the claimed the invention was made, to make a acid added ciprofloxacin salt with 
embonic acid and use it for dry powder inhalation delivery. 

28. A person of ordinary skill in the art would have been motivated to make a acid added 
ciprofloxacin salt with embonic acid and use it for dry powder inhalation delivery because it is 
known acid additive salts of ciprofloxacin are known to be similarly useful as ciprofloxacin and 
embonic acid is particularly known to provide benefit for masking the bitterness of ciprofloxacin. 
Further, making an acid addition salt of an organic compound is within the purview of skilled 
artisan. 

Response to the Arguments 

Applicants' amendments and remarks submitted January 24, 2009 have been entered and 
fully considered, but are found not persuasive to put the application in condition for allowance. 

29. As to the arguments that cited references do not teach, either expressly or inherently the 
limitation of "solid betaine," the examiner maintains that the claims are interpretated broadly to 
encompass the compound represented by the formula (III). Applicants' attention is also directed 
to the new ground rejections presented in this office action. 
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30. In response to applicant's argument that the references fail to show certain features of 
applicant's invention, it is noted that the features upon which applicant relies (i.e., betaine salt) 
are not recited in the rejected claim(s). Although the claims are interpreted in light of the 
specification, limitations from the specification are not read into the claims. See In re Van 
Geuns, 988 F.2d 1181, 26 USPQ2d 1057 (Fed. Cir. 1993). 

3 1 . Applicants also argue that Pikiewicz reference is not a qualified prior art because the 
reference is not enabled for the claimed invention herein because Pilkiewicz does not specifically 
teach, suggest or even recognized the specific advantage envisioned by applicants. The 
arguments arc untenable. The fact that applicant has recognized another advantage which would 
flow naturally from following the suggestion of the prior art cannot be the basis for patentability 
when the differences would otherwise be obvious. See Ex parte Obiaya, 227 USPQ 58, 60 (Bd. 
Pat. App. & Inter. 1985). 

32. As to the rejection over Mayer and Li, in response to applicant's arguments against the 
references individually, one cannot show nonobviousness by attacking references individually 
where the rejections are based on combinations of references. See In re Keller, 642 F.2d 413, 
208 USPQ 871 (CCPA 1981); In re Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 
1986). Particularly, it is known in the art to treat anthrax lung infection by administering to the 
patients ciprofloxacin. It is also known that direct delivery of ciprofloxacin to lung by inhalation 
of powder formulation of ciprofloxacin is a preferred method for administration. Therefore, 
considered the cited references as a whole, the claimed method would have been obvious. 

33. Applicants' arguments about "long felt need" are unpersuasive. Establishing long-felt 
need requires objective evidence that an art recognized problem existed in the art for a long 
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period of time without solution. The relevance of long-felt need and the failure of others to the 
issue of obviousness depends on several factors. The alleged benefit alone cannot be sufficient 
to establish long-felt need. See, MPEP 716.04 for more details requirements for long-felt need. 
34. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shengjun Wang whose telephone number is (571) 272-0632. The 
examiner can normally be reached on Monday to Friday from 7:00 am to 3:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan, can be reached on (571) 272-0629. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



/Shengjun Wang/ 

Primary Examiner, Art Unit 1617 



